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DETAILED ACTION 

Response to Amendment 

This Office Action is in response to the amendment submitted on 05/12/08 and 
05/28/08. Claims 16-17, 21-28, and 39-44 are currently pending in the application, with 
claims 1-15, 18-20, and 29-38 having being cancelled. Accordingly, claims 16 and 39- 
44 are being examined on the merits herein. 

Receipt of the aforementioned amended claims is acknowledged and has been 
entered. 

Applicant's argument with respect to the fact that Examiner has mischaracterized 
applicant's claim has been fully considered but is not found persuasive. The claims as 
previously presented recited a limitation wherein "a compound" was to be tested on the 
on the induction of immune cells" that was not given patentable weight due to the fact 
that such statement is viewed as a possible step to be taken in the future. However, in 
view of applicant's amendment such arguments are now moot. Consequently, the 
rejection of claim 16 under 35 U.S.C. § 102 (b) is now withdrawn. 

Applicant's contention that the prior art does not teach or suggest a method of 
screening comprising measuring a promoting action of a compound has been fully 
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acknowledged but is not found persuasive. Again, Examiner respectfully points out that 
applicant's arguments are directed to the amended claims. The claims as previously 
presented recited the limitation of a compound to be tested on the induction of particular 
immune cells. Given that applicant's step was directed to a possible future step, such 
limitation was not given patentable weight. However, in view of applicant's amendment, 
the rejection of claim 16 under 35 U.S.C. § 102 (b) is now withdrawn. 

Applicant's argument with respect to the fact that the prior art does not teach or 
suggest claim 44 has been considered but is not found persuasive. Once again, 
Examiner would like to point out that applicant's arguments are directed to a newly 
presented claim. As a result, such arguments are moot. However, in view of applicant's 
amendment, the rejection of claim 16 under 35 U.S.C. § 102 (b) is now withdrawn. 

For the foregoing reasons, the rejections of claim 16 under 102 (b) and 112, first 
paragraph were proper. However, in view of applicant's amendment, the 
aforementioned rejections are hereby withdrawn and the following modified 103 (a) 
Final rejection is being made. 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 16 and 39-44 are rejected under 35 U.S.C. 103 (a) as being 
unpatentable over Ishibashi et al. (EP 12777747 A1, previously cited and 
submitted). 

WO 01/72730 A1 is the PCT counterpart to EP 1277747 A1 . WO 01/72730 A1 is 
prior art under U.S.C. 102 (b) as a result of its April 10, 2001 publication date. EP 
1277747 A1 is prior art under U.S.C. 102 (a). Because WO 01/72730 A1 and EP 
1277747 A1 appear to have identical disclosures, the European patent application is 
being used as a translation of WO 01/72730 A1 PCT. While any reference hereinafter to 
column and line numbers will be based upon the European patent application 
disclosure, such reference should be interpreted as referring to the corresponding 
disclosure of the aforementioned PCT counterpart. 

Ishibashi et al. disclose an invention that relates to a screening method for 
compounds that selectively suppress effector macrophages involved in progressive 
lesions which acts through cytotoxic manner without inhibiting the function and 
regeneration process of the organ by macrophages involved in the regeneration 
process (see abstract, pg. 2, paragraph 002, pg. 4, paragraph 0018, pg. 45, paragraphs 
0297-0298, and pg. 46, paragraph 0306). The aforementioned method entails 
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measuring suppressive action of the test compound against the induction of effector 
macrophages caused by contact of peripheral blood mononuclear cells with 
lipopolysaccharide (see pg. 6, paragraph 01 1 ). Ishibashi et al. further discloses that 
suppression of macrophages occur via suppressing expression and function of various 
chemokine receptors such as CCR2, CCR3, CCR8, (52 integrin receptors such as 
CD11b/CD18 (see pg. 4, lines 37-41). Taken together, this suggests that Ishibashi 
necessarily teach a method of screening which entail the use of compounds involved in 
regulating the actions of CD1 1 b cells. Additionally, Ishibashi et al. teach that the 
screening method is carried out in media containing human AB type serum by 
contacting peripheral blood mononuclear cells (PBMC) with lipopolysaccharide (LPS; 
see pg. 4, lines 48-58 and pg. 6, paragraph 14). Preferred embodiments of the 
screening method involves contacting human PBMC with LPS in the presence or 
absence of the test compound, measurement of the suppressing action of the tested 
compound to induction of effector macrophages, and measuring the number of 
spontaneous plaque forming cells which would suggest effectiveness of the tested 
compound (see pg. 1 0, paragraphs 50-56). Ishibashi et al. further disclose that the 
method of screening a compound is characterized by the showing of less production of 
spontaneous plaque forming cell (SPFC) (see pg. 5, lines 11-13 and see test example 
2). Importantly, Ishibashi et al. teach that the compounds tested can be used to treat 
glomerular lesions of the kidney (i.e. to treat renal glomerular lesions) and Langerhans 
islets lesions in the case of pancreas as well as chronic pigmentary skin diseases (i.e. 
which necessarily involved epidermal skin cells as skin cells are made of epithelial cells; 
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instant claims 40-41 and 44) by utilizing compositions containing tested compounds that 
suppress the induction of effector macrophages by contacting PBMC with LPS (see pg. 
47, claim 9 and pg. 46, paragraphs 0306 and 0309). Ishibashi et al. further teach the 
promoting action of suppression of compound 4-2 is exemplified in table 2 where 
compound 4-2 was shown to reduce glomerular lesion cases by 50% (pg. 42, table 2, 
line 14). 

Ishibashi et al. do not specifically teach a method of screening involving selecting 
a compound that increases the numbers of CD1 1 b+ CD2+ macrophages and CD2- 
CD4+ T lymphocytes at a ratio not less than 20% compared with that measured in the 
absence of the test compound. Likewise, Ishibashi et al. do not teach the promotion of 
regenerating + CD2+ macrophages and CD2- CD4+ T lymphocytes in the screening 
method. 

Because Ishibashi et al. teach the measurement of the suppressing action of a 
compound to be tested on the suppression of effector macrophages, Examiner 
concludes that one of ordinary skill in the art would have found it obvious to test 
CD1 1 b+, CD2+ macrophages, CD2-, and CD4+ T lymphocytes since Ishibashi et al. 
teach that damaged renal tissue express tissue-specific immune cells depending upon 
the damaged area (see pg. 2, paragraph 0007). Consequently, CD1 1b+, CD2+ 
macrophages, CD2-, and CD4+ T lymphocytes would have been tested. 
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While Ishibashi et al. focus on the suppression of effector macrophages which 
caused renal damaged, Ishibashi did suggests that its tested compounds are not 
inhibitory to the macrophages involved in regeneration of the damaged tissue. Thus, 
one of ordinary skill in the art would have found obvious to test the macrophages 
involved in regeneration and test the promoting effects of its tested compounds on 
these macrophages as they are involved in the regeneration process of the damaged 
organ. Moreover, given that Ishibashi et al. teach the step of measuring the tested 
compound effectiveness in at least 50% suppression against plaque-induced lesions, 
one of ordinary skill would have found it obvious to screen for compounds that show a 
50% effectiveness in the promotion of regenerating-promoting macrophages including 
CD1 1 B+ CD2+ macrophages and regulatory CD2- CD4+ T lymphocytes. 

Thus, to one of ordinary skill in the art at the time of the invention would have 
found it obvious to not only screen for tested compounds that suppress effector 
macrophages but also screen for compounds that are involved in promoting organ 
regeneration. Given the teachings of Ishibashi et al., one of ordinary skill would have 
been motivated to screen not only the tested compound for the suppressing activity of 
effector macrophages but also for the promoting activity of macrophages involved in 
tissue-regeneration which would necessarily involved CD1 1 B+ CD2+ macrophages and 
regulatory CD2- CD4+ T lymphocytes with the reasonable expectation of providing an 
efficient method of screening for compounds that are effective in promoting 
macrophages such as CD1 1 B+ CD2+ macrophages and regulatory CD2- CD4+ T 
lymphocytes involved in damaged tissue regeneration. 
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Conclusion 

No claims are allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Samira Jean-Louis whose telephone number is 571- 
270-3503. The examiner can normally be reached on 7:30-6 PM EST M-Th. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on 571-272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO 
Customer Service Representative or access to the automated information system, call 
800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
/S.J. L.I 

Examiner, Art Unit 1617 
08/31/2008 
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Supervisory Patent Examiner, Art Unit 1617 



